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ABSTRACT: 

PROBLEM TO BE SOLVED: To obtain a more excellent anticancer agent capable of suppressing 
proliferation of cancer cells and having little adverse effects. 

SOLUTION: This anticancer agent contains antigrowth factor for vascular endothelial 
cells/vascular permeability factor antibody and mitomycin or cisplatin as effective 
ingredients. Vascular endothelial growth factor/vascular permeability factor directly act on 
vascular endothelial cells and vasculizations , i.e., phenomena of proliferation, migration and 
infiltration to tissues of capillary endothelial cells, are effective for growth of an embryo, 
wound healing, proliferation of cancer cells. An effective amount administered as a composition 
comprising the effective amount of vascular endothelial growth factor/vascular permeability 
factor antibody and the anticancer agent, a suitable diluent and a pharmaceutical^ usable 
carrier is 0.1-100mg/kg body weight/day and is administered once to several times a day. 
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BASIC- ABSTRACT: 

Novel carcinostatic, comprises an anti-vascular endothelial growth factor (VEGF) /vascular 
permiability factor (VPF) antibody (Ab) , and mitomycin or cisplatin. 

ADVANTAGE - The carcinostatic improves the effect of the known ant i- tumour agents. 



Citation Front 



Classification 



"K'STtlZ*. f>/S£c^msnts I C la ims 



Drauu Desc 



Term 


Documents 


JP-09301888-$ 


0 


JP-09301888-A 


2 


JP-09301888-$.DID. .JPAB,DWPI. 


2 


(JP-09301888-$.DID. ).JPAB,DWPI. 


2 



Display Format : |: | mm 

Previous Page Next Page 



Go to Doc# 



<19)H*B#HFJ? (JP) 



< 12 > & HI i$ & *g (A) 



(ii)t$muH&»$9 
&W¥9-301888 

(43)i»BB ¥£9*F(1997)lUi25B 



(BOInta 0 
A6 1K 38/27 
31/28 
31/41 
39/395 



ADU 



A6 1K 37/36 
31/28 
31/41 

39/395 N 
ADUD 
FD (4 7 K SfcHKJK 





1WW8- 143621 




000003034 










(22)/llHB 


¥dE8^(199©5^14H 




#EBH&8&K£r« 1 TB14S 1 # 











































































(54) isemnzm mm 



(2 

1 

[0001] 

[0002] 10 

m&iswmjm&mxz h<r>x%»ii>b^x.mt 
ssrcs> hmmimcr>mzmt2-tt&&?<Do *>x 

t: «t o xw&mm m &zt ***** c t £ ai- *f 
m^K&mmmmz^xcrm&fr^t: mm- 

6-1 16163^) . 
[0003] 

ommim*coi>0)zwmt-thzt%<.m&m.'gco 30 
ms&mti-s - 1 tz x ->xmmizmm<?amws.m 

%><?>*9-y<>bb^hffimb±<m% t ). m«%m 
mcrMmmmtftt. scwi&mtfx'vmmiz 

mm kmrntz^xm^ifj-y^xbi . 

[0004] 40 

t-wrwtu &%<?m$3ntmm£ti^x. mi 

?/m&&m : mm.v~?4 b^ ^yxa^xr 
y+>zimmb?z>zb ztmt^-zmimizw? 

&i><r)X-S>2>. 
[0005] 

( vascular endothelial growth factor/vascular perae 50 



#^F9-301888 

2 

ability factor, VEGF/VPF)fcL ISWtJtlfrt^fflffi 

mtiiix/m^m^b^omLiimm^.^ mm 

^xm^mn^^ix^hhcnxht. 
[0006] m^mmmm^/smmmm^ 
(jarvpFfcv^) izmtxn. 77h.t 
/wt-y k ^&vt bniEGximmmximz 
tixts*). tt&msmw. rm. jumc# 

^ttZbim^MZ^ixX^tKFemn.H. , et.al. 
Endocrine Reviews 13:18(1992)). t hVPFjtg? 
trov^TIi^ cDNAi^mrilMBSftTESBfla* 

£RbPl2 1fl. 16 5ffl. 189ffl. 206ffl^)4a 
S) 0(£6*U 2 lflK>r$yiHBBk 

Ottf) (VPFiii)fc 16 5fflOT5y^ffia<0t>O 
( VP FissWjS&geTC&S fc lirflX»£ ((Ferrar 
a N. , et. al. Endocrine Reviews 13:18(1992)). VP 
Fi 2 1 JiV P Fi 65<0*;P^>-^5fe3gffli<?54 4ffl&DT 5 
yWfiX&LtlijOTh&iU 1 . VPFi2ikVPFi65<0 

iwc. fi&ftfflmizm-t>m<>m\>w$>&ii>b' d#> 

[0007] VP F<oifftefc LTttWOWESili* . # 

y 7 a-i-jUffiKXh * J 9 a-1-il>imco^-fti?i> 

fc^-X^SMfcXtth blffifotz&fcZlttiLtotWaT 
01* tf. sKU^a— **KfW±b hfi#StttaJlil 
J88BjHHL-6 03U:9#fSLVPF«D cDNAi&^dS 

safcLTieis*. mtvtm&mtmLb Lxn& 

aflsli. Sffifc:«v\ nonet 99? 

£%m-&Zt£]: r )WktZ>Z\ttfT$&. z\<?»\4 
7\) K-"7tf«Sgli0|i.aKohlertMilstein<O^rft(Nat 
ure.256:495(1975))^fc:J: Off 0 ZbtfTZ 6. 
[0008] *&!5i^^£&^£^ftWS*r 

%mt&zbt:ftmmbLxm^&zb#TZ6. x 

ra. jflifrtait. am* wmtists. x. -ecog^a 
&zxfmm<mi$\mfai)*km>i.z£ ~> x . x* 



(3) ^^¥9-301888 
3 4 

zbwvth. zcot§ttmi(ovpFm*b®tf<m FmtzmzmmmmT<?M'ox't> > )*mi<?> : e 

mmsmt Lx&^tum&it o . i ~ i o o« zt . 

gA««ctt/BT'*OlBllsI*^ailIt:^HtTS-¥-$it O 1. 14X1 0-»M±0.07Xl 0" ll M (VPF 

tih&m • mm ■ mm ■ wm ■ tTwrnmimft o 1. 10x1 o-^m+o.i 1x1 o-'oivkvpf 

am ■ ®m\ - mmn - mm ■ mmum o%mm mmm-nm^m 

mammmmt Lximmxm ■ m *j m-^msk* o. 1 mww-i* vv&zitts 2 
mm %M- isvv7W$^TtiT<vm$x-$>^xh£ 10 5mMmmmei(pH=9.o)T2ug/mnzmmtmm 

< . x. mai-&mzmgm2^&mM&$rci>'>x u^mrH-rcrxs-vz. 1 0 oui^>mit4x:x-- 

ts^. mttcoMMLmmxm ■ mmmtiztt mmth . duzXA^m&zm 1 %b s a-p b s 

i/ct> a». *3^i«n&^>i&&fc:tt$jsw ■ mmm $3 oui-r^mat3 7x:x4fmimt&. i%b 

• mm ■ wmim^mm*is^Lmm®& s *& s a-p b s s-jr m^mo . 1 %b s a-p b sm 

T V-T)V% L < {±^^&%%Xi±^*.-7cvym-C$k gLfcVPFfci" ig^vPF(i« Igi$VPF12Hi 

&ztii>. im<m&mtmmthmtzm^e.m:k YVPF-^a^syTistciog^ 126 ifgsvp 

t&mmttsnmiztitimffim^immz-tth® Fmar-7^ Aft* omMBusamzKbti 020 

m?t>ixi>&\,\ ouimbaLx-mmtz. ckorjb^r+^vpf 

[0009J fflgttVPF121#0~lng/ft. VPF165#0~10n 

izmm aymmuz* o*&«93££ ^fcjywfltu 20 «/?t. i "ig^vpF**ixi o4c P ^( , »i^i 

WS. fib*3&^i£ft£0t^fcl^3ft£<>tfyC VPF121 ; 66.7pg/ft s IH8VPF165: 1 1 

14=5:^ 6pg/^)tfS. 5^^R*SS«S-]R0^O.l%B 

( 1 ) VPF*y?a--*7Pfitft3rg4it Sa^ij H SA-PBST6®afrU;&. ft£lfl??UQItl, 

HMSiWrb b VP FcDN A£X&m&Lt:im<Q% h L*<n&^hft&LttW^fr^mm3&:1&) 

mi* Oh hVPF£ff»L(YVPF ; 8§fI¥7-3 5. X. TE<0*ffi-CllffiLJt*5ffl^ty ?o-^ 
14 9 . *-*-/ky h^i/T-y pi = 5. 2~5. 5T*o>fc. 3®$j£T 

(KLH)fc^k?/PT^bK£;T!l,YCJ££fc£flHg #^*&te<9IgGl:M7-tf>tfi;VPF*y ?n—*-* 

U #<5*l*fie£SiEfc fCJgffitffioT-e^Xty «ltt^m^J±S^<Offi^LTV^MV101*< Pi = 7. 
^O-^Jiflci&fmL^. IP«>. KLH-YVPFT 30 0~7. 5T*9^*yT-y:?tttf>A4.6. 1# pi 

^EL3tV>Xtf5iefflEi:V'>X*ia--7fflte(Sp2/ =4. 2~5. 2(Ki«,K.J. et.al. GrowthFactore.7:53 

0-Agl4) fcsKU xf-l^y 3-;k#ttTT«Ite3 (1992))T* O+^Wco^BtiV^-fih.^® fc iMSr* 

S^y ?n-^fitflc$:MV833fcl8r£U;. 7— 9-7-7 4 *7 KttMcJ: 0 3WT3 04HSt*I& 

*utt J 9 n~^*ffiHc££&*-*' vf 7*y K-vliM Lfc. a*Sa^;Ni«^^ -y h (VN*>f *5 Htt) tTS 

[00 10] (2) VPF^y^o-^/MK^^g «>fc. 

^Lfc^W y-y F-v^ jf-K-e^xcoffiErt t^tt [0011] ( 5 ) VPFtOT/? u-l~)\,ffltonK 

C<0JE*4 , *»^>rnx-f>GT7-f^x-f-^7A(M (a) VP Fff)T$.SWS&Rl0) — ^^fcffl^*f"5 A ^7 , 'f - 

AbTrapGI I. 7 yyl'VxT^) ^ffl^Tty^P- K<0ft3S 

^!Si*c*»atfc. X. fiiflaD^^Xifiu^^X^SE t hVPF121^T5yE5ll^KUc 1 2ffl<0TS/ 

^n7-y yv?? j*immmm^fzm8&mz. es- ioc^7-f-Fi: LT^ffi50$-ii^-r& 6 78^ 

kit:. X. T£<9:*ra?C*l£LfcVPF121»WP 50 ft[Maeji,N,J, et.al. J. Ii«inol.Bethod, 134:23(199 



(4) 



^^9-301888 



0))KJ:D^£U:. *-f9 6*7*/-M TV-Wat 

TSSmZM&Z'tti. N,N-S^?^*;PA7$KT& 

KyVh U 7Y^3R£FCFk>c-7 $ 
SI 



Ofrofc. ^L^6 78^7^K^7Syi®»!l5r 

[0012] 
[*13 



L AFNAEGGGQNHH 

2. HABGGGQiHHBV 

3. ECGGUNHHEVVI 

4. {£QNHHEWKFM 

5. (KHEEWKWV 

6. BHEWIFMBYYQ 

7. KVV&FMDVYQKS 
a VKFMDVYURSYC 
9. FMOTYQgSYCEP 

10. IDTTQSnSPI 

U. OTYQRSYCHPIE 

12. YYQRSYQHPIBT 

13. YQSSYCHPim 

14. VSKEPIBILY 

15. KSYGBPIBTLVD 

16. STCEFISILYDI 

17. YCHPIETLVDIP 

18. HPimVDIFQS 
Id. IETLVDIFQBYF 
20. TLYDIHEYPDE 
2L TDIPQSYPISIB 

22. IFQBIP03IEYI 

23. HBYHffilEYIF 



24. QBYPDBIEYIFI 

25. EYPIffilEYIFIP 

26. YPEEIEYIFIPS 

27. PDEIBYIKKPSC 

28. EBIBYIFIPSC? 

29. EIEYIFIPSCVP 

30. IBYIFIPSCVPL 
3h YIFKPSCWLMR 

32. FKPSCVFUBGG 

33. EPSCVPLMRCGG 

34. SCVPUfflCGGGC 

35. CYFUBOGGCCN 

36. YPUOtCGGCCND 

37. UfRCGGCQIDEG 

38. WCGGCQIim 

39. RCGGCQDffiGtf 

40. CGGCOQDEGLEC 
4L GCQaSOECVP 

42. GNOBOBCVPTB 

43. EBGLECVPTffiS 

44. GLECVPTEBSM 

45. ECVPmSNIlH 

46. CVPTEBSNIIMQ 



47. YHEBSHIIWI 

48. 1EHSNITMQIHR 

49. BSNIMQIMRIX 

50. HIMQIMRIKPH 
5L nflUMRHPBQG 

52. QIHRm^GQi 

53. MROPBQGqpiG 

54. IXPBJGEIGEM 

55. miamwsp 

56. QQqpiGEMSFLQ 

57. QBIGBKSFUPN 

58. IGEMSFUHNKC 

59. EMSFLQHNKCEC 

60. SFLQBNICBCRP 
6L LQBNKCECKFKK 

62. ENKCBCRFKKDR 

63. KXGEPKKD8AR 

64. ECRPKEDRAMB 

65. KPKEDBARQECD 

66. KDSAROECDEP 

67. DRARQBGKFRR 



[0 0 13] (b) MVWm#t%J&th'<zr*}z<?) 
H±0i 3 6 7S^7f - Nib h V P 

J DM V8Bffiffc&*VP F<0#0SftfcRj6LT^&*» 

fc. 9 6Jn:NOSTL— h(r?-X^-ttS)fc:6 7SC0 

0. l%BSA-PBST-7k-h<?>J>:iJr3Il»^L^ 
ft. 2%BSA-PBS£;Ux^STll$fS^Lfc. 
2%BSA-PBS£&V^t&. MV833(1%BSA-P 

b sg$D £ Aftsa-e i Blasts ut. o.i%bsa 



40 



^fitV>XIgG(7V>-^Att)(0. l%BSA-PBSjg 

mzjdxm&ei&immiLt:. o.i%bsa-pb 

S-C60gfe»a8. 3«g/»l^h7x-Ixyi;TSy2 
SttBiS J: V 0 . 0 1 %i6Kfl^C9j?£^fr 0 . 2 M MJ * 
-^xyKgS?K(pH=5. 2)£;tfiT$fefe3-frfc. K 
&i2mfcmt$MtT®±2ltt:1£, ®5fcg(OD4 
9 0/6 5 0)£«£U:, «±cO^Ta^L^»* 
£^57fcTO*hLHlfc*LJfe. 
[0014] MV833fiiflc{i 6 7®B<D^7°f- hWC 
^rf-KWH»31. 3 2. 3 3. 6 0. 6 3?)5o 
O^yf-FfcaKRBLfc. ^f-FW»931--3 
3 c^rf" K fc K P S C V P L M R V> d ffijfl 3&%a 

^ht^thtlh. Lfc^oT. MV833fitfttJVPF 



(5) 



#§?§¥9-3 01888 

8 



7 

ff)KP SC VP LMRfiJUfc SFLQHNKCECRP 



Sfflt KCECRPKKDRARE?[JfcdHLJt>l/tV>& \>**KB^&£wLt:1fi#&^i>ZtlfmZtVfi:. is 

$SMfflffll-&VPF0>mK£8tiibX^&m#T'$> [0016] 

mt-<r)Wtfmbnmm<r)$r&mfttf£m£tm h<nxh *) . mvtz.mimtimx'Z & <><ora&. 

£a§ttu g&m<o-damuu\'Ttiufr)Bum$:m [0017] 

^®£zm&Lt<7pfim%T$;MmqizBU6?& 10 imm] 

[00153 (6)immm wm<vm.*v>v& 

*-F V^XJfeTfcXItlttLfct h&JgfiB ( HT 1 0 jg« : 
80) fcanfcfcSJOaiU S«tf>186E05*-Fv* 

GWSSjffV&ZvJ hv-f v^Stg/kgXJi^r? Lys Pf0 &r Val Pro I*n Met Arg 

*y5KAx. fmKxiwmtj-u txmi&m&B 20 1 s 10 

#M2.5jug£4B*iCJl»lia&U:. ln^m«a S9fl#-^: 2 

4Srmv-f hv>f ^><tf§£3ifctt6ig/kg. EflOgS : 1 2 

r^f^ataswi i owgAzimmtmmcoijm sm<m rs sm 

v&^-iti, tt&mm*}-mTimft<D 1 2 . 5u&n b#a&- ass* 

-eit<5<^l*a2~5fc^H-. H2«VPF^y^o *z)VvA> : 

— ***** v-r isymmtx hmmmog. ^ = 

ft£^'tBT*> •) , Itfl«fii;tt£4MBrC 1 2 . 5 jug I*» Asn Lys Cys Glu Cys Are Pro 

ta^tfeto. HEattvf b-?4 isy&wbx-ewgAi 30 1 6 10 

gftS-Lfcttf). HBfcttV-f h V>f ^&#a-C3M/ E?Q#^ : 3 

kg&*U:iox S3*tt*ifti:v>f r- v4 : 1 2 

IWWiBJlf^- 3 )*^. H3J±VPF*y K-Ko^'-:tti»tt 

{tzfatrnxh*). *0m%im2tmtT$>'). im m-. 

tm<Vgtt.Zn<tm?S> *) . a+^HiSt«s*«Bl'e 1 Lys Cys Glo Cys Arg Pro Lys Lys Asp Are Ala Are 

2.5/zg»5-U:t>tf>. mEniii'Xry+ytWbX' 40 1 5 10 

i oig/kgft$-Lfct>tf>. mmtisxTj+vzim iWRmmiMm 

T5ig/kg&$-l,fct>0X SEAIifiiftfci'Ar^^y [01 ] h hVPF121+tf>-&4H38ii-f£6 7S<D 

84&B3L «M«iB«««(n?)S5tt. 05liVP S. 

F*S?n-i-tvm;bi'ATy+yi&mLt:m<7># [02] VPFty^n-^pffiftfcV'C r-?4 y><0 

m^ti^rtmvho. ^wmmAbntx-m. mtzhwmmwm&ifrmx'bh. 

wmimmm.. wm±m$tfc(&)i:^. aa^ ims ] vppty^n-t/Wiiftk-?-( 

*ti?ixt:MmTmi,izm& o t>m&m#%i^ im4 i v p 9 o-^;na:«cfc ^xr^f-^^sf 



(6) ^^9-301888 
9 1 0 

[05] VPF*y?a~ f)Vtmk^xryi->^m mtt:m(?>mSH£Z7rrtWVf>h. 



mil 

3 i 



2.5 















«_ iri 


L. , 


.. 1. 





S 9 13 17 21 25 2S 53 37 41 45 49 53 S7 61 GS 

Peptide No. 



[B2] [03] 




(7) 



(51) int. ci. 6 mm>& mmsm* f i 

CO 7D 487/14 C0 7D 487/14 

C12N 15/02 C12P 21/08 

C12P 21/08 9282-4B C12N 15/00 

//(A6 1K 31/28 
39:395) 
(A6 IK 31/41 

39:395) 
(C12P 21/08 
C12R 1:91) 



(72)fs«p§# sai* 



